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AMENDMENTS TO THE CLAIMS 



Please amend the claims according to the claim listing below. 



1. (currently amended) A compound of Formula (I): 




^N-E-Ri 



/ 



G 



a) 



or a pharmaceutically acceptable salt, free base, solvate, hydrate or stereoisomer, 
thereof, wherein: 

Ri is H, halogen, hydroxy, nitro, cyano, substituted or unsubstituted Ci.6 alkyl, 
substituted or unsubstituted C2-6 alkenyl, substituted or unsubstituted C2-6 alkynyl, 
substituted or unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cs-\4 
bicycloalkyl, substituted or unsubstituted Cg^^ tricycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, substituted or unsubstituted -(5 to 
10) membered heteroaryl, -NR2R2', -C(=0)-R7, -S(=0)2-R7, -C(=0)0-R7, or 
-C(=0)N(R7)(C,.6 alkyl); 

A is a substituted or unsubstituted C1-C3 alkylene; 

B is a substituted or unsubstituted C1-C3 alkylene; 

E is a bond, or a substituted or unsubstituted C1-C3 alkylene; 

G is H, -At, -C(=0)-Ar, -C(=0)0-Ar, substituted or unsubstituted -C(=0)0-Ci^ 
alkyl, -C(=0)N(R7)(Ar), substituted or unsubstituted -C(=0)N(R7)(Ci.6 alkyl), 
-S(=0)2-Ar, substituted or unsubstituted -S(=0)2-Ci^ alkyl, substituted or unsubstituted 
Ci^ alkyl, substituted or unsubstituted Ci^ alkyl-Ar, substituted or unsubstituted 
-C(=0)Ci.6 alkyl-Ar, or substituted or unsubstituted -C(=0)Ci_6 alkyl; 

WisNor-CRaS 

XisNor-CR4S 

YisNor-CRsS 

ZisNor-CR6-; 

R2, R2', R3, R4, R5, R6 and R7 are at each occurrence independently H, halogen, 
hydroxy, amino, cyano, nitro, substituted or unsubstituted C1.8 alkyl, substituted or 
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imsubstituted Cz^ alkenyl, substituted or unsubstituted C2-6 alkynyl, substituted or 
unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cz.\4 bicycloalkyl, substituted 
or unsubstituted Cs-h tricycloalkyl, substituted or unsubstituted aryl, -C(=0)-0-Ci^ alkyl, 

alkyl, -C1.6 alkyl-O-C,^ alkyl, -C,^ alkyl-NHj, -C(^ alkyl-C(=0)-NH(Ci^ alkyl), 
-Co^ alkyl-C(=0)-N(C,^ alkyl)(Ci^ alkyl), -Cue alkyl-NH-C(=0)-C,^ alkyl, 
-C,.6 alkyl-S(=0).C,.6 alkyl, -Co^ alkyl-0-S(=0)2-Ci.6 alkyl, .C,.6 alkyl-SeO)2-C,^ 
alkyl, -C,^ alkyl-NR'-S(=0)2-R\ -Ci_6 alkyl-SH, -C,.6 alkyl-S-C,^ alkyl, -C,^ alkyl-NH- 
C(=S)-NH-C,^ alkyl, .Ci^ alkyl-NH.C(=0)-NH-Ci^ alkyl, -Co-6 alkyl-N(R')2, 
-Co^ alkyl-NHOH, -Co^ alkyl-C(=0)0-C,.6 alkyl, -(C(R')2)(m>-0-(C(R')2)i-5C(R')3, 
.(C(R02)i.5C(R')3, "(C(R')2)o^-S-(C(R')2)i.5C(R')3, -(C(R')2)o^-S(=0)-(C(R')2)i.5C(R')3 
or -(C(R')2)(w-S(=0)2-(C(R')2)i.5C(R')3; 

oisOorl; 

R' is at each occurrence independently H, halogen, hydroxy, amino, cyano, nitro, 
substituted or unsubstituted C1.8 alkyl, substituted or unsubstituted C2-6 alkenyl, 
substituted or unsubstituted Cj^ alkynyl, substituted or unsubstituted aryl, or substituted 
or unsubstituted €3^ cycloalkyl; and 

Ar is substituted or unsubstituted aryl, substituted or unsubstituted C3-7 cycloalkyl, 
substituted or unsubstituted Cg-M bicycloalkyl, substituted or unsubstituted Cz-u 
tricycloalkyl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, or substituted or unsubstituted -(5 to 
10 membered)heteroaryl. 

2. (currently amended) The compound of claim 1^ wherein E is -(CH2)p- and p is 0, 1 or 2. 

3. (currently amended) A compound of claim 4-^2, wherein W is -CR3-, X is -CR4-, Y is -CR5- 

and Z is -CR^-. 

4. (currently amended) A compound of claim 4-eF-2, wherein A and B are both -(CH2)2-. 

5. (original) A compound of claim 2, wherein p is 1 and Ri is -CH=CH2. 

6. (original) A compound of claim 2, wherein p is 1 and Rj is -cyclopropyl. 

7. (currently amended) A compound of claim 4-^2, wherein Riis phenyl. 
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8. (currently amended) A compound of claim 4-ot-2, wherein G is -C(=0)-Ar. 



9. (currently amended) A compound of claim 4-eF-2, wherein G is -C(=0)NH-Ar. 



10. (currently amended) A compound of claim 4-ef-2, wherein G is -S(=0)2-Ar. 

1 1 . (currently amended) A compound of claim 4-eF-2, wherein Ar is phenyl. 



12. (currently amended) A compound of claim 4-^2, wherein o is 0. 

13^ (currently amended) A compound of claim U selected from the group consisting of: 

r-(cyclobutylcarbonyl)-l,2-dihydro-l-butyl-spiro[3H-indole-3,4-piperidine]; 

1 *-(diphenylacetyl)- 1 ,2-dihydro- 1 -butyl-spiro[3H-indole-3 ,4 -piperidine] ; 

1 '-(cyclobutylcarbonyl)-! ,2-dihydro-l -phenethyl-spiro[3H-indole-3,4'-piperidine]; 

1 '-(diphenylacetyl)-l ,2Kiihydro-l -phenethyl-spiro[3H-indole-3,4 -piperidine] 

r-(butyl)-l,2-dihydro-l-(cyclobutylcarbonyl)-spiro[3H-indole-3,4-piperidine]; 

r-(phenethyl)-l ,2-dihydro-l -(cyclobutylcarbonyl)-spiro[3H-indole-3 ,4 -piperidine]; 

r-(butyl)-l ,2-dihydro-l -(diphenylacetyl)-spiro[3H-indole-3 ,4 -piperidine]; 

r-(phenethyl)-l,2-dihydro-l-(diphenylacetyl)-spiro[3H-indole-3,4'-piperidine]; 

1 {4-[(4-chloro-benzenesulfonyl)-methyl-amino] -3 -phenyl-butyl } - 1 ,2-dihydro- 1 - 
(^er/-butoxycarbonyl)-5 -fluoro-spiro [3 H-indole-3 ,4'-piperidine] ; 

1 '- {4-[(4-nitro-benzenesulfonyl)-methyl-amino]-3-phenyl-butyl} - 1 ,2-dihydro- 1 - 
(/er^-butoxycarbonyl)-5-fluoro-spiro[3H-indole-3,4'-piperidine]; 

1 *-(diphenylacetyl)- 1 ,2-dihydro-l -(teAt-butoxycarbonyl)-spiro[3H-indole-3 ,4*- 
piperidine]; 

r-(isobutyryl)-l,2-dihydro-l-(^er/-butoxycarbonyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(cyclobutylcarbonyl)-l,2-dihydro-l-(reAt-butoxycarbonyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(cyclobutylcarbonyl)-l,2-dihydro-spiro[3H-indole-3,4'-piperidine]; 
1 '-(cyclobutylcarbonyl)-l ,2-dihydro-l -(2,4-dimethyl-benzyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

1 *-(4-chloro-benzenesulfonyl)- 1 ,2-dihydro-spiro[3H-indole-3 ,4 -piperidine] ; 
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1 '-(diphenylacetyl)- 1 ,2-dihydro-l -(benzo[l ,3]dioxol-4-ylmethyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 *-(4-chloro-benzenesulfonyl)- 1 ,2-dihydro- 1 -(3 ,4-dichloro-benzyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(diphenylacetyl)-l,2-dihydro-l-(2,4Hlimethyl-benzyl)-spiro[3H-m^ 
piperidine]; 

1 '-(diphenylacetyl)- 1 ,2-dihydro-spiro[3H-indole-3 ,4 -piperidine] ; 

1 -(4-chloro-benzenesiilfonyl)- 1 ,2-dihydro-l -(benzo[l , 3]dioxol-4-ylniethyl)- 
spiro[3H-indole-3,4 -piperidine]; 

r-(4-chloro-benzenesulfonyl)-l,2-dihydro-l-(2,4-dimethyl-benzyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 '-(naphthalene-1 -carbonyl)- 1 ,2-dihydro-l -(benzo[ 1 ,3]dioxol-4-ylmethyl)- 
spiro[3H-indole-3 ,4*-piperidine]; 

r-(naphthalene-l-carbonyl)-l,2-dihydro-l-(2,4-diniethyl-ben2yl)-spiro[3H-indok^ 
3,4-piperidine]; 

r-(isobutyryl)-l,2-dihydro-l-(phenethyl)-spiro[3H-indole-3,4'-piperidine]; 
1 '-(isobutyryl)-l ,2-dihydro-l -(butyl)-spiro[3H-indole-3 ,4 -piperidine] ; 
1 '-(isobutyryl)-l ,2-dihydro-l -(benzo[ 1 ,3]dioxol-4-ylmethyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

r-(isobutyryl)-l,2-dihydro-l-(2,4-dimethyl-benzyl)-spiro[3H-indole-3,4*- 
piperidine]; 

r-(cyclobutylcarbonyl)-l,2-dihydro-l-(3,4-dichloro-ben2yl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(2-chloro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(4-methoxy-benzoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 *-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro-l -(4-nitro-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(diphenylacetyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(cyclobutylcarbonyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 
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r-(butyl)-l,2Kiihydro-5-fluoro-Hcyclobutylcarbonyl)-spiro[3H-in^ 
piperidine]; 

r-(butyl)-l,2-dihydro-5-fluoro-l-(2-cMoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(butyl)-l,2Kiihydro-5-fluoro-l-(4-methoxy-benzoyl)-spiro[3H-mdole-3,4- 
piperidine]; 

1 '-(butyl)-l ,2-dihydro-5-fluoro-l -(4-nitro-benzoyl)-spiro[3H-indole-3,4*- 
piperidine]; 

r-(butyl)-l,2Kiihydro-5-fluoro-l-(diphenylacetyl)-spiro[3H-indole-3,4 
r-(phenethyl)-l,2-dihydro-5-fluoro-l-(4-methoxy-beii2X)yl)-spff^ 
piperidine]; 

1 '-(phenethyl)- 1 ,2-dihydro-5-fluQro-l -(4-nitro-benzoyl)-spiro[3H-indole-3,4*- 
piperidine]; 

1 *-(3 ,4-dimethoxy-benzyl)- 1 ,2-dihydro-5 -fluoro- 1 -(cyclobutylcarbonyl)-spiro[3H- 
indole-3,4-piperidine]; 

r-(3,4Klime1hoxy-ben2yl)-l,2Klihydro-5-fluoro-l-(2-cMoro-benzoyl)-s^^ 
indole-3,4'-piperidine]; 

1 '-(3 ,4-dimethoxy-benzyl)- 1 ,2-dihydro-5 -fluoro- 1 -(4-methoxy-benzoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 '-(3,4-dimethoxy-benzyl)-l ,2-dihydro-5-fluoro-l -(4-nitro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

1 -(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2-chloro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(3,4-dichloro-benzyl)-l,2-dihydro-5-fluoro-l-(2-chloro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

r-(3 ,4-dichloro-benzyl)-l ,2-dihydro-5-fluoro-l -(4-methoxy-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

lH3,4-dichloro-beiizyl)-l,2-dihydro-5-fluoro-l-(4-nitro-ben2oyl)-spiro[3H-indole- 
3,4*-piperidine]; 

lH3,4-dichloro-benzyl)-l,2-dihydro-5-fluoro-l-(diphenylacetyl)-spiro[3H-indote^ 
3,4'-piperidine]; 

1 '-(phenethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2-chloro-benzoyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

r-(3,4-dichloro-benzyl)-l,2-dihydro-5-fluoro-spiro[3H-indole-3,4'-piperidine]; 
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r-(cyclobutylcarbonyl)-l ,2Klihydro-l -(benzo[l 3]dioxol-4-ylmethyl)-^ 
indole-3 ,4 -piperidine] ; 

r-(phenylcarbamoyl)-l,2-dihydro-spiro[3H-indole-3,4-piperidine]; 

1 '-[cis-2-(4-methyl-3-nitro-benzoyloxy)K;yclohexyl]-l ,2Kiihydro-spiro[3H-mdole- 
3,4'-piperidine]; 

1 *-(cis-2-hydroxy-cyclohexyl)- 1 ,2-dihydro- 1 -(3 -nitro-4-methyl-benzoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

r-(3-mtro-4-methyl-benzoyl)-l ,2-dihydro- 1 -(3-nitro-4-methyl-benzoy 
indole-3,4*-piperidine]; 

lX4-fluoro-benzoyl)-l,2-dihydro-l-(4-fluoro-benzoyl)-spiro[3H-ind 
piperidine]; 

r-(2-methoxy-benzoyl)-l ,2-dihydro-l -(2-methoxy-benzoyl)-spiro[3H-mdole-^ 
piperidine]; 

1 -(benzo[ 1 ,3]dioxole-5-carbonyl)- 1 ,2-dihydro- 1 -(benzo[ 1 ,3]dioxole-5 -carbonyl)- 
spiro[3H-indole-3,4 -piperidine]; 

r-(cis-2-cyclohexylcarbamoyloxy-cyclohexyl)-l,2-dihydro-l- 
(cyclohexylcarbainoyl)-spiro[3H-indole-3,4 -piperidine]; 

r-(cyclohexylcarbamoyl)-l,2-dihydro-l-(cyclohexylcarbam6yl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 -[2-(3 ,4-difluoro-benzoyloxy)-propyl]- 1 ,2-dihydro- 1 -(3 ,4-difluoro-benzoyl)- 
spiro[3H-indole-3,4 -piperidine]; 

r-[2-hydroxy-propyl]-l,2-dihydro-l-(3,4-difluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 '-[2-hydroxy-propyl]-l ,2-dihydro- 1 -(2-chloro-benzoyl)-spiro [3H-indole-3 ,4 - 
piperidine]; 

1 *-[2-hydroxy-propyl]-l ,2-dihydro-l -(2-fluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-[2-hydroxy-propyl]-l,2-dihydro-l-(cyclopentylcarbonyl)-spiro[3H-indoIe-3,4'- 
piperidine]; 

r-[2-hydroxy-propyl]-l,2-dihydro-l-(4-chloro-benzoyl)-spin)[3H-indole-3,4'- 
piperidine]; 

lHallyl)-l,2-dihydro-5-fluoro-l-(2-chloro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 
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r-(allyl)-l,2-dihydro-5-fluoro-l-(4-K;hloro-benzoyl)-spiro[3H-indole-^ 
piperidine]; 

1 4allyl)-l ,2Klihydro-5-fluoro-l -(3,5-dichloro-benzoyl)-spiro[3H-mdole-3,4'- 
piperidine]; 

lXaUyl)-U2-dihydro-5-fluoro-l-(2-methoxy'benzoyl)-spiro[3H-mdole~3,4- 
piperidine]; 

l*-(allyl)-l,2-dihydro-5-fluoro-l-(3,5Kiimethoxy-beiizoyl)-spiro[3H-indole- 
piperidine]; 

1 '-(allyl)-l ,2-dihydro-5-fluoro-l -(3-fluoro-beiizoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

lHallyl)-l,2Klihydro-5-fluoro-H2,3-difluoro-benzoyl)-spiro[3H-ind 
piperidine]; 

r-(allyl)4,2Kiihydro-5-fluoro4<2,4-difluoro-benzoyl)-spiro[3H-^^ 
piperidine]; 

r-(allyl)-l ,2-dihydro-5-fluoro-l -[3-trifluoroniethyl-benzoyl]-spiro[3H-m^ 
piperidine]; 

1 -(allyl)-l ,2-dihydro-5-fluoro-l -(3,5-bis-trifluoromethyl-ben2oyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(allyl)-l,2Kiihydro-5-fluoro-l-(cyclohexylcarbonyl)-spiro[3H-indole-3,4- 
piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(cyclopetnylcarbonyl)-spiro[3H-indole-3,4*- 
piperidine]; 

1 *-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(benzoyl)-spiro[3H-indole-3 ,4*-piperidine] ; 
r-(allyl)-l,2-dihydro-5-fluoro-l-(3-nilro-benzoyl)-spiro[3H-indole-3,4'-piperidine]; 
1 -(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(4-nitro-benzoyl)-spiro[3H-indole-3,4'-piperidine]; 
1 -(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(3-nitro-4-methyl-ben2oyl)-spiro[3H-indole-3,4 - 
piperidine]; 

r-(allyl)-l ,2-dihydro-5-fluoro-l-(naphthalene-l -carbonyl)-spiro[3H-indole-3,4 - 
piperidine]; 

lXallyl)-l,2-dihydro-5-fluoro-l-(3-chloro-benzoyl)-spiro[3H-indole-3,4^^ 
piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(4-fluoro-benzoyl)-spiro[3H-indole-3,4- 
piperidine]; 
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lHallyl)-l,2-dihydro-5-fluoro-l-(3-trifluoromethyl-4-fluon)-beT^ 
indole-3 ,4'-piperidine] ; 

1 '-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(benzo[ 1 ,3]dioxole-5-carbonyl)-spiro[3H-indole- 
3,4-piperidme]; 

1 Hallyl)- 1 ,2Kiihydro-5-fluoro4 <2-fluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(allyl)-l,2Kiihydro-5-fluoro-l<3KlicWoromethyl-ben2X)yl)-spiro[3H-^ 
piperidine]; 

1 Xallyl)- 1 ,2-dihydro-5-fluoro- 1 -(2-chloro-pyridine-3-carbonyl)-spiro[3H-indole- 
3,4-piperidme]; 

lHallyl)-l,2-dihydro-l-(3,5-bis-trifluorome%l-benzoyl>spiro[3H-^^ 
piperidine]; 

r-(allyl)-l,2-dihydro-l-(2,4-difluoro-ben2»yl)-spiro[3H-indole-3,4'-piperid^ 
r-(3-nitro-benzoyl)-l,2-dihydro-l-(3-nitro-benzoyl)-spiro[3H-indole-3,4- 
piperidine]; 

1 '-(phenethyl)- 1 ,2-dihydro- 1 -(ethylcarbamoyl)-spiro[3H-indole-3 ,4 -piperidine]; 
r-(allyl)-l,2-<iihydro-l-(cyclohexylcarbonyl)-spiro[3H-indole-3,4'-piperidine]; 
r-(allyl)-l,2-dihydro-l-(2-niethoxy-benzoyl)-spiro[3H-indole-3,4'-piperidine] 
1 *-(phenethyl)-l ,2-dihydro-l -(2-chloro-benzoyl)-spiro[3H-indoIe-3 ,4 -piperidine]; 
1 '-(cyclopropylmethyl)-l ,2-dihydro- 1 -(2-cMoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 '-(allyl)-l ,2-dihyd^o-l-(3-dichloromethyl-benzoyl)-spi^o[3H-indole-3,4'- 
piperidine]; 

r-(2-methyl-allyl)-l,2-dihydro-l-(3-trifluoromethyl-benzenesulfonyl)-spir^ 
indole-3,4'-piperidine]; 

r-(2-fluoro-benzoyl)-l,2-dihydro-l-(2-fluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 '-(phenethyl)-! ,2-dihydro-l -(naphthylene-1 -carbonyl)-spiro[3H-indole-3,4 - 
piperidine]; 

l,2-dihydro-l-(2-chloro-benzoyl)-spiro[3H-indole-3,4'-piperidine]; 
lH2-me%l-allyl)-l,2-dihydro-l-(3-fluoro-ben2»yl)-spiro[3H-indole-3,4'^ 
piperidine]; 

1 '-(4-methoxy-benzoyl)-l ,2-dihydro- 1 -(4-methoxy-benzoyl)-spiro[3H-indole-3,4 - 
piperidine]; 
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r-^henethyl)-l,2Klihydro-l-(2,4KiicWoro-benzenesulfonyl)-spi^^ 
piperidine]; 

1 *-(phenethyl)- 1 ,2-<lihydro-l -(thiophene-2-carbonyl)-spiro[3H-indole-3,4 - 
piperidine]; 

1 '-(2-me%l-allyl)-l ,2-dihydro-l -(ethylca^bamoyl)-spi^o[3H-indole-3,4*- 
piperidine]; 

1 '-(phenethyl)- 1 ,2-dihydro- 1 -(3 -nitro-benzoyl)-spiro[3H-indole-3 ,4'-piperidine]; 
1 H2-methyl-allyl)4 ,2Kiihydro-H3-trifluoromethyl-benzoyl)-spiro[3 
piperidine]; 

r-(cyclopropylmethyl)-l,2Kiihydro-l-(cyclobutylcarbonyl)-spiro[3H-indole-3,^^^ 
piperidine]; 

1 '-(2-methyl-allyl)-l ,2Kiihydro-l -(2,4-dicUoro-benzenesulfonyl)-spiro[3H-m^ 
3,4'-piperidine]; 

r-^2-methyl-allyl)- 1 ,2-dihydro-l -(9-oxo-9H-fluorene-l K:arbonyl)-spiro[3H^ 
3,4'-piperidine]; 

1 *-(allyl)-l ,2-dihydro-l -(3-nitro-benzoyl)-spiro[3H-indole-3,4*-piperidine]; 
1 '-(phenethyl)- 1 ,2-dihydro- 1 -(4-nitro-phenylcarbanioyl)-spiro[3H-indole-3 ,4'- 
piperidine]; 

1 *-(2-methyl-allyl)- 1 ,2-dihydro- 1 -(4-methoxy-phenylcarbamoyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 *-(phenethyl)- 1 ,2-dihydro- 1 -(4-methoxy-phenylcarbamoyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-l-(cyclohexylcarbonyl)-spiro[3H-indole-3,4- 
piperidine]; 

1 '-(2-methyl-allyl)-l ,2-dihydro- 1 -(benzo[ 1 ,3]dioxole-5-carbonyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 *-(cyclopropylmethyl)- 1 ,2-dihydro- 1 -(3-dichloromethyl-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-l-(3,5-bis-trifluoromethyl-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 *-(allyl)- 1 ,2-dihydro-l -(thiophene-2-carbonyl)-spiro[3H-indole-3,4'-piperidine]; 

r-(allyl)-l,2-dihydro-l-(2<hloro-benzoyl)-spiro[3H-indole-3,4'-piperidine]; 

1 *-(2-methyl-allyl)- 1 ,2-dihydro- 1 -(pyrrolidine- 1 -carbonyl)-spiro [3H-indole-3 ,4'- 
piperidine]; 
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1 '-(phenethyl)- 1 ,2-dihydro- 1 -(moTpholine-4-carbonyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 *-(2-methyl-allyl)- 1 ,2-dihydro- 1 -(4-nitro-phenylcarbamoyl)-spiro[3H-mdole-3 ,4 - 
piperidine]; 

1 *-(cyclopropylmethyl)-l ,2-dihydro-l -(2,4-difluo^o-benzoyl)-spiro[3H-indole-3,4*- 
piperidine]; 

1 H2-methyl-allyl)-l ,2-dihydro-l -(2-fluo^o-benzoyl)-spko[3H-indole-3,4•- 
piperidme]; 

r-(2-methyl-allyl)-l,2Kiihydro-l-(cyclobutylcarbonyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(allyl)-l,2Kiihydro-l-(naphthylene-lK:arbonyl)-spiro[3H-indole-3,4'^^^ 

1 -(naphthylene- 1 -carbonyl)- 1 ,2-dihydro- 1 -(naphthylene- 1 -carbonyl)-spiro[3H- 

indole-3,4 -piperidine]; 

1 Xcyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(4-chloro-berizoyl)-spiro[3H-i^^ 

3,4-piperidine]; 

lXcyclopropylniethyl)-l,2-dihydro-5-fluoro-l-(2-methoxy-benzoyl)-spiro[^ 
indole-3,4'-piperidine]; 

1 -(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro- 1 -(3,5-dimethoxy-benzoyl)-spiro[3H- 
indole-3,4 -piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro- 1 -(3,4,5-trimethoxy-benzoyl)- 
spiro[3H-indole-3,4 -piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(2-fluoro-ben2oyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(3-fluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(4-fluoro-benzoyl)-spiro[3H-indole- 
3,4 -piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(2,3-di£luoro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(2,4-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(2,5-difluoro-benzoyl)-spiro[3H- 
indole-3,4 -piperidine]; 



-12- 



Appln.No.: PCT/US2004/043609 Docket No.: 73.US4.PCT 

Page 13 of 41 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro- 1 -(3-trifluoromeftyl-4-fluoro- 
benzoyl)-spiro[3H-indole-3,4*-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihy dro-5 -fluoro- 1 -(3 -trifluoromethyl-benzoy 1)- 
spiro[3H-indole-3 ,4 -piperidine] ; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(3-dicMoromethyl-benzoyl)- 
spiro[3H-mdole-3,4'-piperidme]; 

1 ^-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro-l -(3,5-bis-trifluoromethyl-ben2oyl)- 
spiro[3H-indoIe-3,4-piperidine]; 

r-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(morpholine-4-carbonyl)-spk^ 
mdole-3,4'-piperidine]; 

lXcyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(piperidine-l-carbonyl)-spir^ 
indole-3,4-piperidine]; 

lXcyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(benzo[13]dioxole-5-carbonyl)^ 
spiro[3H-indole-3,4-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(cyclopentylcarbonyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 *-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(9-oxo-9H-fluorene-l -carbonyl)- 
spiro[3H-mdole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro- 1 -(cyclobutylcarbonyl)-spiro[3H- 
indole-3 ,4 -piperidine]; 

r-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro- 1 -(benzoyl)-spiro[3H-indole-3,4*- 
piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(3-nitro-benzoyl)-spiro[3H-indole- 
3,4-piperidme]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(4-nitro-benzoyl)-spiro[3H-indole- 
3,4 -piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro-l -(3-nitro-4-methyl-benzoyl)- 
spiro[3H-indole-3 ,4'-piperidine] ; 

1 -(cyclopropylmethyl)-l ,2-<iihydro-5-fluoro-l -(naphthylene- 1 -carbonyl)-spiro[3H- 
indole-3,4 -piperidine]; 

r-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(naphthylene-2-carbonyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(thiophene-2-carbonyl)-spiro[3H- 
indole-3,4-piperidine]; 
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1 •-(allyl)-l ,2Kiihydio-5-fluoro-l-(ben2enesulfonyl)-spiro[3H-indo 
piperidine]; 

r-(allyl)-l,2Kiihydro-5-fluoro-l-[2-(4-methoxy-phenyl)-acetyl]-spiro[3H-indol^ 
3,4 -piperidine]; 

1 '-(ally])- 1 ,2-dihydro-5-fluoro-l -(4-nitro-phenylcarbamoyl)-spiro[3H-indole-3,4 - 
piperidine]; 

r-(cyclopropylmethyl)-l,2Kiihydro-5-£luoro-l-(3<hloro-benzoyl)-spiro[3H-indok 
3,4 -piperidine]; 

lXcyclopropylniethyl)-l,2-dihydro-5-fluoro-l-(3,5KiicMoro-benzoyl)-spiro[3H- 
indole-3,4 -piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5-fluoro-l -(cycIohexylcarbonyl)-spiro[3H- 
indole-3,4 -piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro- 1 -(adamantane-l -carbonyl)-spiro[3H- 
indole-3,4 -piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(benzenesuIfonyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 -(cyclopropylmethyl)-! ,2-dihydro-5-fluoro-l -(4-cMoro-beiizenesulfonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

r-(cyclopropylniethyl)-l,2-dihydro-5-fluoro-l-(3-nitro-benzenesulfonyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(4-trifluoromethyl- 
benzenesulfonyl)-spiro[3H-indole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(4-fluoro-benzenesulfonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(ethylcarbamoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(cyclohexylcarbamoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)-! ,2-dihydro-5-fluoro-l -(phenylcarbamoyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro- 1 -(benzylcarbamoyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(4-chloro-phenylcarbamoyl)- 
spiro[3H-indole-3,4'-piperidine]; 
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1 '-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l-(4-methoxy-phenylcff^ 
spiro[3H-indole-3,4-piperidine]; 

r-(cyclopropylmethyl)-l,2Klihydro-5-fluoro-l-(2,354-tri-methoxy- 
phenylcarbamoyl)-spiro[3H-indole-3,4-piperidine]; 

lHcyclopropylmethyl)-l,2-dihydro-5-fluoro-l-[2-(3-methoxy-phenyl)-acetyl]- 
spiro[3H-indole-3 ,4 -piperidine]; 

r-(allyl)-l,2Kiihydro-5-fluoro-l-(4-methoxy-ben2oyl)-spiro[3H-indole-^ 
piperidine]; 

1 *-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(morpholine-4-carbonyl)-spiro[3H-indole-3 ,4- 
piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l^pyrrolidine-l-carbonyl)-spiro[3H-m^ 
piperidine]; 

1 -(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(2,4-dicWoro-benzenesulfonyl)-spiro[3H-indole- 
3,4-piperidine]; 

1 '-(allyl)- 1 ,2-dihydro-5-fluoro-l -(3,5-bis-trifluoromethyl-benzenesulfonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(4-chloro-benzenesidfonyl)-spiro[3H-i^^ 
piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(4-chloro-phenylcarbamoyl)-spiro[3H-indole-3,4- 
piperidine]; 

1 *-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(3 ,4-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

r-(cyclopropylmethyl)-l,2-dihydro-5-fluoro-l-(pyrrolidine-l-carbonyl)-spiro[3^ 
indole-3 ,4 -piperidine] ; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(4-chloro-benzenesulfonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2,4-dichloro-benzenesulfonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2-nitro-benzenesulfonyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 '-(cyclopropylmethyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2-nitro-4-trifluoromethyl- 
benzenesulfonyl)-spiro[3H-indole-3,4'-piperidine]; 

r-(cyclopropylmethyl)-l ,2-dihydro-5-fluoro-l -(3-trifluoromefhyl- 
benzenesulfonyl)-spiro[3H-indole-3,4'-piperidine]; 
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r-(cyclopropylmethyl)-l,2Kiihydro-5-fluoro-l-(3,5-bis-trifluoromethyl- 
benzenesulfonyl)-spiro[3H-indole-3,4-piperidine]; 

1 '-(cyclopropylmethyl)-l ,2Kiihydro-5-fluoro-l -(4-nitro-phenylcarbamoyl)- 
spiro[3H-indole-3,4*-piperidme]; 

1 ^-(methyl)- 1 ,2-dihydro-5 -fluoro- 1 -(2-chloro-benzoyl)-spiro[3H-indole-3 ,4'- 
piperidine]; 

1 '-(methyl)-l ,2-dihydro-5-fluoro-l-(3-dicMoromethyl-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

lHniethyl)-l,2Kiihydro-5-fluoro-l-(2-fluoro-benzoyl)-spiro[3H-indole-3,4- 
piperidine]; 

lHme%l)4,2-dihydro-5-fluoro-H2,3-difluoro-ben2oyl)-spiro[3H-M 
piperidine]; 

r-(methyl)-l,2Kiihydro-5-fluoro-l-(2KjMoro-pyridine-3H:arbonyl)-spiro 
3,4'-piperidine]; 

r-(allyl)-l,2Kiihydro-5-methoxy-l-(2-fluoro-benzoyl)-spiro[3H-indole-3,^ 
piperidine]; 

lHallyl)-l,2-dihydro-5-hydroxy-H2-fluoro-benzoyl)-spiro[3H-indole-3,4 
piperidine]; 

1 '-(allyl)- 1 ,2-dihydro-5-fluoro-l -(2-cMoro-benzenesulfonyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

r-(allyl)-l,2-4ihydro-5-fluoro-l-(6-cUoro-pyridine-3K:arbonyl)-spiro[3H-indok^ 
3,4-piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(5-bronio-pyridine-3K:arbonyl)-spiro[3H^^ 
3,4-piperidine]; 

1 '-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(2-phenylsulfanyl-acetyl)-spiro[3H-indole-3 ,4'- 
piperidine]; 

r-(allyl)-l,2Klihydro-5-fluoro-l-(4,5-dicUoro-thiophene-2-sulfonyl)-spiro[3H^ 
indole-3,4 -piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(2,5-dicWoro-thiophene-3-carbonyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 Hallyl)- 1 ,2-dihydro-5-fluoro- 1 -(2,6-dichloro-5-fluoro-pyridine-3-carbonyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 *-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(2,5 -dichloro-thiophene-3 -sulfonyl)-spiro[3H- 
indole-3,4-piperidine]; 
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r-(allyl)-l,2Hiihydro-5-fluor()-l-(5-cMoro-tWophene-2-sulfonyl)-sp^^ 
3,4'-piperidine]; 

1 '-(allyl)-l ,2-dihydro-5-fluoro-l-(2-methylsulfanyl-pyridine-3-carbonyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 *-(allyl)- 1 ,2Kiihydro-5-fluoro- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 '-(allyl)4 ,2Klihydro-5-fluoro-H2-thiophen-2-yl-acetyl)-spiro[3H-m 
piperidine]; 

r-(allyl)-l ,2-dihydro-5-fluoro-l -(fiiran-2K:arbonyl)-spko[3H^ 
piperidine]; 

1 -(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(2-cMoro-pyridine-4-carbonyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 '-(allyl)-l ,2Kiihydro-5-fluoro-l -(furan-3K:arbonyl)-spiro 
piperidine]; 

lHallyl)-l,2-dihydro-5-fluoro-l-(2-thiophen-3-yl-acetyl)-spiro[^ 
piperidine]; 

r-(allyl)-l,2-dihydro-5-(methanesulfonyloxy)-l-(2-fluoro-benzoyl)-spiro[3H^ 
indole-3,4'-piperidine]; 

r-(allyl)-l,2Klihydro-5-fluaro-l-(5-bromo-thiophene-2K:arbonyl)-spiro[3H-ind^^^ 
3,4 -piperidine]; 

r-(allyl)-l,2-dihydro-5-hydroxy-l-(2-fluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 *-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(3 -chloro-thiophene-2-carbonyl)-spiro[3H-indole- 
3,4 -piperidine]; 

1 '-(allyl)- 1 ,2-dihydro-5-fluoro- 1 -(5-chloro-thiophene-2-carbonyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 '-(allyl)-l ,2-dihydro-5-fluoro-l -(2,6-dichloro-pyridine-3-carbonyl)-spiro[3H- 
indole-3,4 -piperidine]; 

r-(allyl)-l,2-dihydro-5-fluoro-l-(2,6-dicWoro-pyridine-4-carbonyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 *-(allyl)-l ,2-dihydro-5-fluoro- 1 -(2-fluoro-benzenesulfonyl)-spiro[3H-indole-3 ,4 - 
piperidine]; 

lXallyl)-l,2-dihydro-5-fluoro-l-(2-niercapto-pyridine-3-carbonyl)-spiro[3H- 
indole-3,4-piperidine]; 



-17- 



Appln.No.: PCT/US2004/043609 Docket No.: 73.US4.PCT 

Page 18 of 41 

1 *-(allyl)-l ,2-dihydro-5-fluoro-l -(5-nitro-lH-pyrazole-3-carbonyl)-spiro[3H-md 
3,4'-piperidine]; 

14allyl)-l,2-dihydro-5-fluoro-l-(2-aUylsulfanyl-pyridine-3K;arbonyl)-spk^ 
mdole-3 ,4'-piperidme] ; 

lHaUyl)-l,2Klihydro-5-fluoro-l-(lJ^-imidazole-4K;arbonyl)-spiro[^ 
piperidine]; 

r-(allyl)-l,2Hiihydro-5-fluoro-l-(4-nitro-lH-pyra2»le-3<arbonyl)-spiro[3H 
3,4'-piperidme]; 

r-(allyl)-l ,2-dihydro-5-chloro-l -(2-fluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(phenyl)-l,2Klihydro-5-chloro-l-(2-fluoro-benzoyl)-spiro[3H-indole"3,4- 
piperidine]; 

1 *-(naphthylene-l -carbonyl)- 1 ,2-dihydro-5-chloro-l -(phenethyl)-spiro[3H-indole- 
3,4-piperidme]; 

1 '-(2-chlorophenyl)- 1 ,2-dihydro-5-chloro-l -(2-fluoro-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(3-cWorophenyl)-l,2Klihydro-5-cWoro-l-(2-fluoro-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(4-cMorophenyl)-l,2-dihydro-5K;Moro-l-(2-fluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(3,4KiicMorophenyl)-l,2-dihydro-5-cMoro-l-(2-fluoro-beiizoyl)-spko[3H-indole- 
3,4-piperidme]; 

1 *-(4-methylphenyl)-l ,2-dihydro-5-chloro- 1 -(2-fluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidme]; 

r-(2-£luorophenyl)-l,2Kiihydro-5^:Moro-l-(2-fluoro-benzoyl)-spko[3H-mdo 
piperidine]; 

r-(6-fluoro-pyridin-3-yl)-l,2Kiihydro-5K;hloro-l-(2-fluoro-benzoyl)-sp 
indole-3 ,4'-piperidine] ; 

1 '-(4-trifluoromethyl-phenyl)-l ,2-dihydro-5-chloro- 1 -(2-fluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 Xallyl)4 ,2-dihydro-57Kiime%14 <2,3-difluoro-benzoyl)-spiro[3H-in^^^ 
piperidine]; 

1 *-(allyl)-l ,2Klihydro-5 J-dimethyl-1 <2,6-difluoro-ben2oyl)-spi^^ 
piperidine]; 
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1 *-(allyl)- 1 ,2-dihydro-5 ,7-dimethyl- 1 -(2-cWoro-benzenesulfonyl)-spiro[3H-indole- 
3,4-piperidme]; 

1 '-(propyl)- 1 ,2-<iihydro-5 ,7-dimethyl- 1 -(2-chloro-benzenesulfonyl)-spiro[3H- 
indole-3 ,4*-piperidme] ; 

1 '-(propyl)-l ,2Kiihydro-5-methyl-l -(2,3Kiifluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 Hallyl)4 ,2-dihydro-5-fluoro4 <2,3Kiifluoro-benzoyl)-spiro[3H-mdole-3,4^^ 
piperidine]; 

r-(propyl)-l,2Kiihydro-5-methyl-l-(2,6Klifluoro-benzoyl)-spiro[3H-m^ 
piperidine]; 

1 '-(allyl)- 1 ,2-dihydro-5 -trifluoromethyl- 1 -(2-chloro-benzenesulfonyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 *-(allyl)-l ,2-dihydro-5-methoxy-7-methyl-l -(2,3Kiifluoro-benzoyl)-spiro 
indole-3,4*-piperidine]; 

r-(allyl)-l,2-dihydro-5-methoxy-7-methyl-l-(2,6Kiifluoro-benzoyl)-spiro[3H^ 
indole-3,4'-piperidine]; 

r-(allyl)4,2-dihydro-67Kiime%14-(2,6-difluoro-ben2oyl)-^^ 
piperidine]; 

r<allyl)-l,2-dihydro-6J-dime%l-l-(2,3Kiifluoro-benzoyl)-spiro[3H-indo 
piperidine]; 

r-(allyl)-l,2Kiihydro^jKiime%l-l<23Kiifluoro-benzoyl)-spiro[3H-indole 
piperidine]; 

l'-(allyl)-l,2Kiihydro-4jKiimethyl4<2,6Kii£luoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(allyl)-l,2-dihydro-5-isopropyl-l-(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidinej; 

lHallyl)-l,2-dihydro-5-isopropyl-l-(2,3-difluoro-ben2oyl)-spiro[3H-indole-3,4- 
piperidine]; 

1 '-(3-methoxycarbonyl-propionyl)-l ,2-dihydro-5-fluoro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(3-carboxy-propionyl)- 1 ,2-dihydro-5-fluoro- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

r-^l-pent-4-enyl)-l,2Kiihydro-5K:hloro-l-(2,6-difluoro-benzoyl)-spiro[3H-^ 
3,4-piperidine]; 
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1 *-(2-phenoxy-ethyl)- 1 ,2-dihydro-5-cMoro- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 '-(3 ,3 'dimethyl-2-oxo-butyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(2-ethoxy-ethyl)-l ,2-dihydro-5K:hloro-l -(2,6-difluoro-benzoyl)-spiro[3H-m^ 
3,4-piperidine]; 

r-( 1 -phenyl-ethyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 '-(2-carboxy-allyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-beiizoyl)-spiro[3H-indole- 
3,4-piperidine]; 

lX2-carboxy-allyl)-l,2-dihydro-5-chloro-l-(2,3-difluoro-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

!'-( 1 -pent-4-enyl)- 1 ,2-dihydro-5-chloro- 1 -(2,3-difluoro-benzoyl)-spiro[3H-indole- 
3,4-piperidine]; 

r-(tetrahydro-pyran-2-ylmethyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4'-piperidine]; 

r-(3-methyl-but-2-enyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 *-(3-methyl-but-2-enyl)- 1 ,2-dihydro-5-chloro- 1 -(2,3-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

1 '-(2-oxo-butyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(2-oxo-butyl)-l,2-dihydro-5-chloro-l-(2,3-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(2-oxo-2-phenyl-ethyl)-l,2-dihydro-5-chloro-l-(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

1 '-(2-oxo-2-phenyl-ethyl)-l ^-dihydro-5-chloro-l -(2,3-difluoro-beiizoyl)-spiro[3H- 
indole-3,4-piperidine]; 

r-(l-methyl-2-phenyl-ethyl)-l,2-dihydro-5-chloro-l-(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3 ,4'-piperidine] ; 

1 -([ 1 ,3]dioxolan-2-ylmethyl)- 1 ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4-piperidine]; 

1 '-[2-(4-methoxy-phenyl)-2-oxo-ethyl]-l ,2-dihydro-5-chloro-l-(2,6-difluoro- 
benzoyl)-spiro[3H-indole-3,4'-piperidine]; 
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r-[2-(4-methoxy-phenyl)-2-oxo-e%l]-l,2-dihydro-5-cMoro-l-(2,3Kiifluoro^ 
benzoyl)-spiro[3H-indole-3,4-piperidme]; 

1 '-(ethoxycarbonyl methyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-in(lole-3,4*-piperidine]; 

1 '-(ethoxycarbonyl methyl)- 1 ,2-dihydro-5-chloro- 1 -(2,3 -difluoro-benzoyl)- 
spiro[3H-indole-3,4*-piperidine]; 

1 *-(cyclobutylmethyl)-l ^-dihydro-5K;hloro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
mdole-3,4'-piperidine]; 

1 '-[2^;4-chloro-phenyl)-2K)xo-ethyl]-l ,2-dihydro-5K:Moro-l -(23Kiifluoro-ben^ 
spiro[3H-indole-3,4*-piperidine]; 

r-[3-( 1 ,3-dioxo-l ,3-dihydro-isoindol-2-yl)-propyl]- 1 ,2-dihydro-5-chloro-l -(2,6- 
difluoro-benzoyl)-spiro[3H-indole-3,4-piperidine]; 

r-[3-(l,3-dioxo-l,3-dihydro-isoindol-2-yl)-propyl]-l,2-dihydro-5-chloro-l-(2,3- 
difluoro-benzoyl)-spiro[3H-indole-3,4-piperidine]; 

1 •-[4-(l ,3-dioxo-l ,3-dihydro-isomdol-2-yl)-butyl]-l ,2-dihydro-5-chloro- 1 -(2,3- 
di£luoro-benzoyl)-spiro[3H-indole-3,4-piperidine]; 

r-[2-(li/-indol-3-yl)-ethyl].l,2-dihydro-5-cMoro-H2,6-difluoro-^^ 
spiro[3H-indole-3,4-piperidine]; 

r-(2-methylsulfanyl-propyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 -(2-methylsulfanyl-propyl)- 1 ,2-dihydro-5-chloro- 1 -(2,3-difluoro-benzoyl)- 
spiro[3H-indole-3,4*-piperidme]; 

1 *-(3 -methylsulfanyl-propyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3 ,4'-piperidine] ; 

1 -(2-chloro-4-fluoro-beTizyl)- 1 ,2-dihydro-5-chloro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3 ,4'-piperidine] ; 

r-(2-chloro-4-fluoro-benzyl)-l,2-dihydro-5-chloro-l-(2,3-difluoro-ben2oyl)- 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(2,4-dichloro-benzyl)-l ,2-dihydro-5-chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4'-piperidine]; 

1 *-(2,4-dichloro-benzyl)-l ,2-dihydro-5-chloro- 1 -(2,3-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 

r-(4-trifluoromethyl-ben2yl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4*-piperidine]; 
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r-(4-trifluoromethyl-benzyl)-l,2-dihydro-5-chloro-l-(2,3Hiifluoro-bei^ 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(4-/err-butyl-benzyl)- 1 ,2-dihydro-5-cMoro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 '-(4-/er/-butyl-benzyl)-l ,2-dihydro-5-cUoro-l -(23-difluoro-benzoyl)-spir^ 
mdole-3 ,4 -piperidine] ; 

r-(3-chloro-benzyl)-l ^-dihydro-5-cUoro-l -(2,6Kiifluoro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

1 '-(3K;hloro-benzyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,3-difluoro-beiizoyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 -(pent-4-ynyl)-l,2-dihydro-5K;Woro-l-(2,6Kiifluoro-benzoyl)-sp^^ 
3,4'-piperidme]; 

1 -[2-(4-chloro-phenyl)-2-oxo-ethyl]-l ,2-<iihydro-5-cMoro-l -(2,6Kiifluoro-ben2^ 
spiro[3H-indole-3,4'-piperidine]; 

1 '-(3-methylsulfaiiyl-propyl)- 1 ,2-dihydro-5-chloro- 1 -(2,3-difluoro-benzoyl)- 
spiro[3H-indole-3,4-piperidine]; 

1 '-(li/-pyrrol-2-ylmethyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
mdole-3,4'-piperidine]; 

1 '-(thiophen-3 -ylmethyl)- 1 ,2-dihydro-5-chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

1 '-(thiophen-2-ylmethyl)- 1 ,2-dihydro-5-chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 -(furan-3-ylmethyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3 ,4 -piperidine] ; 

1 '-(3-amino-propyl)-l ,2-dihydro-5 -chloro- 1 -(2,3 -difluoro-benzoyl)-spiro[3H- 
indole-3 ,4'-piperidine] ; 

r-(4-amino-butyl)-l,2-dihydro-5-cUoro-l-(23-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(cyclobutyl)-l,2-dihydro-5-chloro-l-(2,6-difluoro-ben2»yl)-spiro[3H-indole-3,4 
piperidine]; 

lXcyclopen1yhne1hyl)-l,2-dihydro-5-cMoro-l-(2,6-difluoro-be!i2X)yl) 
indole-3,4-piperidine]; 

1 *-(cyclohexylmethyl)-l ,2-dihydro-5-chloro-l -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4-piperidine]; 
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1 '-(cyclohex-3 -enylmethyl)- 1 ,2-dihydro-5-chloro- 1 -(2,6-difluoro-ben2oyl)- 
spiro[3H-indole-3,4-piperidine]; 

1 '-(but-3-enyl)- 1 ,2-dihy(lro-5-chloro- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

1 '-(3 ,4,4-trifluoro-but-3 -enyl)- 1 ,2-dihydro-5 -chloro- 1 -(2,6-difluoro-benzoyl)- 
spiro[3H-indole-3,4-piperidine]; 

r-(hex-5-enyl)-l,2Kiihydro-5K:hloro-l-(2,6Klifluoro-benzoyl)-spiro[3H-indole-3^^ 
piperidine]; 

1 *-(cyclobutylmethyl)- 1 ,2-dihydro-5-isopropyl- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
mdole-3,4 -piperidine]; 

1 -(cyclobutylmelhyl)-! ,2-dihydro-5,6-dimethyl-l -(2,6-difluoro-b^ 
indole-3,4 -piperidine]; 

1 '-(cyclobutylmethyl)- 1 ,2-dihydro-5 -methyl- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4 -piperidine]; 

1 '-(cyclobutylmethyl)- 1 ,2-dihydro-6-methyl- 1 -(2,6-difluoro-benzoyl)-spiro[3H- 
indole-3,4 -piperidine]; 

r-(cyclobutylmethyl)-l,2-dihydro-5-/e/t-butyl-l-(2,6-difluoro-beiizoyl)-spiro[3H^ 
indole-3,4-piperidine]; 

1 -(but-3-enyl)- 1 ,2-dihydro-5 ,6-dimethyl- 1 '(2,6-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

r-(>ut-3-enyl)-l,2-dihydro-5-methyl-l-(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4- 
piperidine]; 

1 *-(but-3-enyl)- 1 ,2-dihydro-6-methyl- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4'- 
piperidine]; 

r-(but-3-enyl)-l,2-dihydro-5-/err-butyl-l-(2,6-difluoro-benzoyl)-spiro[3H-indole- 
3,4'-piperidine]; 

1 *-(but-3 -enyl)- 1 ,2-dihydro-5 -isopropyl- 1 -(2,6-difluoro-benzoyl)-spiro[3H-indole- 
3,4 -piperidine]; 

1 -(allyl)- 1 ,2-dihydro-l -(2-fluoro-ben2oyl)-spiro[3H-indole-3,4'-piperidine]; 
r-(allyl)-l,2-dihydro-l-(2-chloro-benzoyl)-spiro[3H-indole-3,4*-piperidine]; 
r-(allyl)-l ,2-dihydro-l-(2,3-difluoro-benzoyl)-spiro[3H-indole-3,4 -piperidine]; and 
r-(allyl)-l,2-dihydro-l-(2,6-difluoro-benzoyl)-spiro[3H-indole-3,4'-piperidine]; 
or a pharniaceutically acceptable salt thereof. 
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14. (currently amended) A compound of claim 1^ selected from the group consisting of: 

r-(butyl)-23-dihydro-2-(cyclobutylcarbonyl)-spiro[isoquinoline4(lH),4- * 
piperidine]; 

r-(butyl)-23Klihydro-2-(diphenylacetyl)-spiro[isoquinoline-4(lH),4'-piperidine]; 
r-(phenethyl)-23-<iihydro-2-(cyclobutylcarbonyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

r-(phenethyl)-23-dihydro-2-(diphenylacetyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

1 *-(cyclobutylcarbonyl)-2,3-dihydro-2-(butyl)-spiro[isoquinoline-4( 1 H),4 - 
piperidine]; 

lHcyclobutylcarbonyl)-2,3-dihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

lXdiphenylacetyl)-2,3-dihydro-2-(butyl)-spiro[isoquinoline4(lH),^^^^ 
r-(diphenylacetyl)-2,3-4ihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),^ 
piperidine]; 

r-(butyl)-2,3-dihydro-2-(cyclobutylcarbonyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

r-(3,4-dichloro-ben2yl)-23-dihydro-2-(cyclobutylcarbonyl)-spiro[isoquinoline- 
4(lH),4'-piperidine]; 

r-(2,4-dimethyl-benzyl)-2,3-dihydro-2-(cyclobutylcarbonyl)-spiro[isoquinoline- 
4(lH),4'-piperidine]; 

r-(butyl)-2,3-dihydro-2-(diphenylacetyl)-spiro[isoquinoline-4(lH),4'-piperidine]; 

r-(butyl)-2,3Klihydro-2-(naphthylene-lK;arbonyl)-spiro[isoquinoline-4(lH),4'- 
piperidine]; 

1 *-(benzo[ 1 ,3]dioxoM-ylmethyl)-2,3-dihydro-2-(naphthylene-l -carbonyl)- 
spiro[isoquinoline-4(lH),4'-piperidine]; 

1 '-(2,4-dimethyl-benzyl)-2,3-dihydro-2-(naphthylene-l -carbonyl)- 
spiro[isoquinoline-4( 1 H),4 -piperidine] ; 

r-(/err-butoxycarbonyl)-2,3-dihydro-2-(4-chloro-benzenesulfonyl)- 
spiro[isoquinoline-4(lH),4-piperidine]; 

lX^er/-butoxycarbonyl)-2,3-dihydro-2-(diphenylacetyl)-spiro[isoquinoline- 
4(lH),4*-piperidine]; 

r-(benzo[l,3]dioxol-4-ylmethyl)-2,3-dihydro-2-(4-chloro-benzenesulfonyl)- 
spiro[isoquinoline-4(lH),4-piperidine]; 
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23 -dihydro-2-(4-cUoro-beiizenesulfonyl)-spiro[isoquinoline-4( 1 H),^ 

r-(bu1yl)-2,3Klihydro-2-(isobutyiyl)-spiro[isoqumolme-4(lH),4-p 

1 '-(benzo[ 1 ,3]dioxol-4-ylmethyl)-2,3-dihydro-2-(isobutyiyl)-spiro[isoqumoline- 

4( 1 H),4 -piperidine] ; 

r-<2,4Kiimethyl-ben2yl)-23Kiihydro-2-(isobutyryl)-spiro[isoqumolme-4( 

piperidine]; 

r-(phenethyl)-2,3Klihydro-2-(4-chloro-benzenesulfonyl)-spiro[isoquinol^ 

4( 1 H),4 -piperidine] ; 

2,3Kiihydro-2-(naphthylene- 1 -carbonyl)-spiro[isoquinoline-4( 1 H),4 -piperi 
r-(butyl)-2,3Klihydro-2-(4-cUoro-benzenesulfonyl)-spiro[isoquinol^^ 

piperidine]; 

2,3-dihydro-2-(diphenylacetyl)-spiro[isoquinoline-4(lH),4-piperidine]; 

r-^cyclobutylcarbonyl)-2,3Kiihydn)-2-(cyclopropylniethyl)-spiro[isoqum 
4( 1 H),4 -piperidine] ; 

r-(2-chloro-benzoyl)-2,3-dihydro-2-(cyclopropylmethyl)-spiro[isoquinoline- 
4(lH),4-piperidine]; 

r-(4-nitro-benzenesulfonyl)-23-dihydro-2-(cyclopropylmethyl)-sp 
4(lH),4'-piperidine]; 

r-(diphenylacetyl)-23-dihydro-2-(cyclopropylmethyl)-spiro[isoquinoline-4(l^ 
piperidine]; 

1 -(cyclobutylcarbonyl)-2,3-dihydro-2-(phenethyl)-spiro[isoquinoline-4( 1H),4'- 
piperidine]; 

r-(4-nitro-benzenesulfonyl)-2,3Klihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),4'- 
piperidine]; 

r-(4-methoxy-benzoyl)-2,3-dihydro-2-(cyclopropylmethyl)-spiro[isoquinoline- 
4(1H),4 -piperidine]; 

r-(2-chloro-benzoyl)-2,3-dihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),4'- 
piperidine]; 

r-(4-methoxy-benzoyl)-2,3-dihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),4'- 
piperidine]; 

2,3-dihydro-2-(phenethyl)-spiro[isoquinoline-4(lH),4 -piperidine]; 
r-{4-[(4-chloro-benzenesidfonyl)-methyl-anMno]-3-(3-chloro-phenyl)-buty^ 
dihydro-2-(/err-butoxycarbonyl)-spiro[isoquinoline-4(lH),4 -piperidine]; 
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1 *- {4-[(4-chloro-benzenesulfonyl)-methyl-amino]-3-phenyl-butyl } -2,3 -<iihydro-2- 
(/er^butoxyca^bonyl)-spiro[isoquinoline-4(lH),4•-piperidme]; 

r-{4-[(3,4-difluoro-benzenesulfonyl)-methyl-amino]-3-(3^:hloro-phen^ 
2,3-dihydro-2-(/err-butoxycarbonyl)-spiro[isoquinoline-4(lH),4-piperidme]; 

1 {4-[(3 ,4Klifluoro-benzenesidfonyl)-methyl-amino]-3-phenyl-butyl} -2,3-dihydro- 
2-(/err~butoxycarbonyl)-spiro[isoqiiinolme-4(lH),4-piperidine]; 

r-{4-[(beiizenesulfonyl)-methyl-amino]-3-(3-chloro-phenyl)-butyl}-2,3^^ 
(/er^butoxyca^bonyl)-spiro[isoquinoline-4(lH),4'-piperidine]; 

r-{4-[(benzenesulfonyl)-methyl-aniino]-3-phenyl-butyl}-23-dihydro-2-( 
butoxycarbonyl)-spiro[isoqxiinoline-4(lH),4-piperidine]; 

r-(allyl)-2,3-dihydro-2-(thiophene-3K:arbonyl)-spiro[isoquinolm^ 
piperidine]; 

r-(allyl)-2,3Kiihydro-2-(5K;Moro-thiophene-2-carbonyl)-spiro[isoqim 
4(1H),4 -piperidine]; 

l*-(allyl)-2,3-dihydro-2-(5-bromo-tMophene-2-carbonyl)-spiro[isoquinolm^ 
4( 1 H),4 -piperidine] ; 

r-(allyl)-2,3-dihydro-2-(2-allylsulfanyl-pyridine-3-carbonyl)-spiro 
4(lH),4'-piperidine]; 

r-(allyl)-2,3-dihydro-2-(2,6-difluoro-benzoyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

1 '-(allyl)-2,3-dihydro-2-(2-fluoro-benzoyl)-spiro[isoquinoline-4( 1 H),4'-piperidine]; 
r-(allyl)-2,3-dihydro-2-(2,3-difluoro-ben2oyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

r-(allyl)-2,3Klihydro-2-(2,4-difluoro-benzoyl)-spiro[isoquinoline-4(lH),4- 
piperidine]; 

r-(allyl)-2,3Kiihydro-2-(3,5-bisKiitrifluoromethyl-beiizoyl)-spiro[isoquinolin^ 
4( 1 H),4 -piperidine] ; 

r-(allyl)-2,3-dihydro-2-(thiophene-2-carbonyl)-spiro[isoquinoline-4(lH),4'- 
piperidine]; 

r-(allyl)-23-dihydro-2-(3-niethyM-nitro-ben2»yl)-spiro[isoquinoline-4(^ 
piperidine]; • 

r-(allyl)-2,3-dihydro-2-(2-cMoro-benzoyl)-spiro[isoquinoline-4(lH),4-piperidm^^ 
r-(allyl)-2,3-dihydro-2-(3K:Woro-benzoyl)-spiro[isoquinoline-4(lH),4^^ 
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1 Hallyl)-23-<iihydro-2-(2,6Kiifluoro-benzenesulfonyl)-spiro[isoquinolm^ 1 H),4 - 
piperidine]; 

r-<allyl)-2,3Klihycfro-2-(2K:Moro-benzenesulfonyl)-spiro[isoquinolme-^ 
piperidine]; 
and 

r-(allyl)-23-dihydro-2-(2-methylsulfanyl-pyridine-3K:arbonyl)-spiro[isoquinol^^ 
4(lH),4*-piperidine]; 

or a pharmaceutically acceptable salt thereof. 

15. (original) A compound of claim 1 or 2, wherein said compound is cardio-protective. 

16. (original) The compound of claim 15, wherein said compound does not significantly increase 

blood pressure. 

17. (original) A compound of claim 1 or 2, wherein said compoxmd is neuro-protective. 

18. (Cancelled) 

19. (currently amended) A method for treating or preventing a vascular or cardiovascular disease 

or disorder comprising administering to a patient in need thereof an effective amount of a 
compound of Formula (I): 




A 
/ 
G 

(I) 

or a pharmaceutically acceptable salt, free base, solvate, hydrate or stereoisomer, 
thereof, wherein: 

Ri is H, halogen, hydroxy, nitro, cyano, substituted or unsubstituted Ci.6 alkyl, 
substituted or unsubstituted alkenyl, substituted or unsubstituted C2.6 alkynyl, 
substituted or unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-n 
bicycloalkyl, substituted or imsubstituted Cg-n tricycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
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unsubstituted -(7 to 10) membered bicycloheterocycle, substituted or unsubstituted -(5 to 
10) membered heteroaryl, -NR2R2', - C(=0)-R7, -S(=0)2-R7, -C(=0)0-R7, or 
-C(=0)N(R7)(C,^alkyl); 

A is a substituted or unsubstituted CpCa alkylene; 

B is a substituted or unsubstituted C1-C3 alkylene; 

E is a bond, or a substituted or unsubstituted C1-C3 alkylene; 

G is H, -Ar, -C(=0)-Ar, -C(=0)0-Ar, substituted or unsubstituted -C(=0)0-Ci^ 
alkyl, -C(=0)N(R7)(Ar), substituted or unsubstituted -C(=0)N(R7)(Ci.6 alkyl), 
-S(=0)2-Ar, substituted or unsubstituted -S(=0)2-Ci.6 alkyl, substituted or unsubstituted 
Ci^ alkyl, substituted or unsubstituted Ci^ alkyl-Ar, substituted or unsubstituted 
-C(=0)Ci.6 alkyl-Ar, or substituted or unsubstituted -C(=0)Ci-6 alkyl; 

WisNor-CRj-; 

XisNor-CR4-; 

YisNor-CRsS 
Z is N or -CR^s 

R2, R2', R3, R4, R5, R6 and R7 are at each occurrence independently H, halogen, 
hydroxy, amino, cyano, nitro, substituted or unsubstituted d-g alkyl, substituted or 
unsubstituted C2-6 alkenyl, substituted or unsubstituted C2-6 alkynyl, substituted or 
unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-u bicycloalkyl, substituted 
or unsubstituted Cg.M tricycloalkyl, substituted or unsubstituted aryl, -C(=0)-0-Ci.6 alkyl, 
.O-C1.6 alkyl, -C1.6 alkyl-O-Ci.6 alkyl, -C1.6 alkyl-NH2, -C0.6 alkyl-C(=0)-NH(C,.6 alkyl), 
-C0.6 alkyl-C(=0)-N(Ci.6 alkyl)(Ci.6 alkyl), -Cue alkyl-NH-C(=0)-C,.6 alkyl, 
-C,.6 alkyl-S(=0)-Ci.6 alkyl, -Co-6 alkyl-0-S(=0)2-Ci.6 alkyl, -C,.6 alkyl-S(=0)2-C,.6 
alkyl, -C,.6 alkyl-NR'-S(=0)2-R', -Ci_6 alkyl-SH, -C1.6 alkyl-S-C,.6 alkyl, -C,^ alkyl-NH- 
C(=S)-NH.Ci.6 alkyl, -C,.6 alkyl-NH.C(=0)-NH-Ci_6 alkyl, <Co-6 alkyl-N(R')2, 
.Co-6 alkyl-NHOH, -C0.6 alkyl-C(=0)0-Ci.6 alkyl, -(C(R')2)o-6-0-(C(R')2)i-5C(R')3, 

-(C(R')2)l.5C(R')3, .(C(R')2)0-6-S-(C(R')2)l-5C(R')3, -(C(R')2)o^-S(=0)-(C(R')2)i-5C(R')3 

or.(C(R')2)(V6-S(=O)2-(C(R')2),-5C(R03; 
oisOor 1; 

R' is at each occurrence independently H, halogen, hydroxy, amino, cyano, nitro, 
substituted or unsubstituted C1.8 alkyl, substituted or unsubstituted C2.6 alkenyl, 
substituted or imsubstituted €2^ alkynyl, substituted or unsubstituted aryl, or substituted 
or unsubstituted C^^ cycloalkyl; and 
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At is substituted or unsubstituted aryl, substituted or unsubstituted C3-7 cycloalkyl, 
substituted or unsubstituted Cg-n bicycloalkyl, substituted or unsubstituted Cg.14 
tricycloalkyl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, or substituted or unsubstituted -(5 to 
10 membered)heteroaiyl. 

20. (original) The method of claim 19, wherein E is -(CH2)p- and p is 0, 1 or 2. 

21. (currently amended) The method of claim 19 or 20, wherein W is -CR3-, X is -CR4-, Y is 

-CR5- and Z is -CR6. 

22. (currently amended) The method of claim 19 or 2 0, wherein A and B are both -(CH2)2-. 

23. (original) The method of claim 20, wherein p is 1 and Ri is -CH=CH2. 

24. (original) The method of claim 20, wherein p is 1 and Ri is -cyclopropyl. 

25. (currently amended) The method of claim 19 or 2 0, wherein Ri is phenyl. 

26. (currently amended) The method of claim 19 or 20, wherein G is -C(=0)-Ar. 

27. (currently amended) The method of claim 19 or 20, wherein G is -C(=0)NH-Ar, 

28. (currently amended) The method of claim 19 or 20, wherein G is -S(=0)2-Ar. 

29. (currently amended) The method of claim 19 or 2 0, wherein Ar is phenyl. 

30. (currently amended) The method of claim 19 or 20, wherein o is 0. 

3 1 . (currently amended) The method of claim 19 or 20, wherein said compound is cardio- 

protective. 

32^ (currently amended) The method of claim 31, wherein said compound does not significantly 
increase blood pressure. 
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33. (original) The method of claim 19 or 20, wherein the vascular or cardiovascular disorder is 

atherosclerosis, reperfiision injury, acute myocardial infarction, high blood pressure, 
primary or secondary hypertension, renal vascular hypertension, acute or chronic 
congestive heart failure, left ventricular hypertrophy, vascular hypertrophy, glaucoma, 
primary or secondary hyperaldosteronism, diabetic nephropathy, glomerulonephritis, 
scleroderma, glomerular sclerosis, renal failure, renal transplant therapy, diabetic 
retinopathy or migraine. 

34. (currently amended) A method for treating or preventing a neurological disease or disorder 

comprising administering to a patient in need thereof an effective amount of a compound 
of Formula (I): 

o(H2C) X /N-E-Ri 
N-V A 

G 

(I) 

or a pharmaceutically acceptable salt, free base, solvate, hydrate or stereoisomer, 
thereof, wherein: 

Ri is H, halogen, hydroxy, nitro, cyano, substituted or unsubstituted Ci.6 alkyl, 
substituted or unsubstituted C2-6 alkenyl, substituted or unsubstituted C2-6 alkynyl, 
substituted or unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-n 
bicycloalkyl, substituted or unsubstituted Cg-n tricycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, substituted or unsubstituted -(5 to 
10) membered heteroaryl, -NR2R2', - C(=0)-R7, -S(=0)2-R7, -C(=0)0-R7, or 
-C(=0)N(R7)(Cu6 alkyl); 

A is a substituted or unsubstituted C1-C3 alkylene; 

B is a substituted or unsubstituted C1-C3 alkylene; 

E is a bond, or a substituted or unsubstituted C1-C3 alkylene; 

G is H, -Ar, -C(=0)-Ar, -C(=0)0-Ar, substituted or unsubstituted -C(=0)0-Ci.6 
alkyl, -C(=0)N(R7)(Ar), substituted or unsubstituted -C(=0)N(R7)(C,^ alkyl), 
-S(=0)2-Ar, substituted or unsubstituted -S(=0)2-Ci-6 alkyl, substituted or unsubstituted 
C1.6 alkyl, substituted or unsubstituted C^e alkyl-Ar, substituted or unsubstituted 
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-C(=0)Ci^ alkyl-Ar, or substituted or unsubstituted -C(=0)Ci^ alkyl; 
Wis Nor -CR3S 
X is N or -CR4-; 
Y is N or -CRsS 
Z is N or -CR^-; 

R2, R2', R3, R4, R5, R6 and R7 are at each occurrence independently H, halogen, 
hydroxy, amino, cyano, nitro, substituted or unsubstituted C1.8 alkyl, substituted or 
unsubstituted alkenyl, substituted or unsubstituted C2.6 alkynyl, substituted or 
unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-n bicycloallQ^l, substituted 
or unsubstituted Cg-n tricycloalkyl, substituted or unsubstituted aryl, -C(=0)-0-Ci.6 allg^l, 
-0-Ci_6 alkyl, -C,.6 alkyl-0-C,_6 alkyl, -C,^ alkyl-NHa, -Co^ alkyl-C(=0)-NH(Ci^ alkyl), 
-Co^e alkyl-C(=0)-N(Ci^ alkyl)(C,.6 alkyl), -C1.6 alkyl-NH-C(=0)-Ci.6 alkyl, 
-C1.6 alkyl-S(=0)-C,_6 alkyl, -Co^e alkyl-0-S(=0)2-Ci.6 alkyl, -C,.6 alkyl-S(=0)2-C,^ 
alkyl, -Ci^ alkyl.NR'-S(=0)2-R', -Ci^ alkyl-SH, -C1.6 alkyl-S-C,_6 alkyl, -C,.6 alkyl-NH- 
C(=S)-NH-C,.6 alkyl, -C,.6 alkyl-NH-C(=0)-NH-C,^ alkyl, -C0.6 alkyl-N(R')2, 
-C(,6 alkyl-NHOH, -Co^ alkyl.C(=0)0-Ci.6 alkyl, -(C(R')2)o.6-0-(C(R')2)i.5C(R')3, 
-(C(R')2)i.5C(R')3, •iC(K')2U-S-(C(R')2)i.sCm 
or -(C(R')2)o.6-S(=0)2-(C(R')2)i.5C(R')3; 

oisOor 1; 

R' is at each occurrence independently H, halogen, hydroxy, amino, cyano, nitro, 
substituted or unsubstituted C1.8 alkyl, substituted or unsubstituted C2.6 alkenyl, 
substituted or unsubstituted C2-6 alkynyl, substituted or unsubstituted aryl, or substituted 
or unsubstituted Cs^ cycloalkyl; and 

Ar is substituted or unsubstituted aryl, substituted or unsubstituted C3-7 cycloalkyl, 
substituted or unsubstituted Cg-n bicycloalkyl, substituted or unsubstituted C8.14 
tricycloalkyl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, or substituted or unsubstituted -(5 to 
10 membered)heteroaryl. 

35. (original) The method of claim 34, wherein E is -(CH2)p- and p is 0, 1 or 2, 

36. (currently amended) The method of claim 3 4 or 35, wherein W is -CR3-, X is -CR4-, Y is - 

CR5- and Z is -CR^. 
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37. (currently amended) The method of claim 34 or 35, wherein A and B are both -(CH2)2-. 



38. (original) The method of claim 35, wherein p is 1 and Ri is -CH=CH2-. 

39. (original) The method of claim 35, wherein p is 1 and Ri is -cyclopropyl. 

40. (currently amended) The method of claim 36 or 37 35, wherein Ri is phenyl 

41. (currently amended) The method of claim 3 4 or 35, wherein G is -C(=0)-Ar. 

42. (currently amended) The method of claim 3 4 or 35, wherein G is -C(=0)NH-Ar. 

43. (currently amended) The method of claim 3 4 or 35, wherein G is -S(=0)2-Ar. 

44. (currently amended) The method of claim 3 4 or 35, wherein Ar is phenyl. 

45. (currently amended) The method of claim 3 4 or 35, wherein o is 0. 

46. (original) The method of claim 34 or 35, wherein the neurological disease or disorder is 

diabetic peripheral neuropathy, pain, stroke, cerebral ischemia or Parkinson's disease. 

47. (currently amended) A method for treating or preventing a disorder treatable or preventable 

by inhibiting Mas receptor function, comprising administering to a patient in need thereof 
an effective amount of a compound of Formula (I): 




/ 



G 




thereof, wherein: 



Ri is H, halogen, hydroxy, nitro, cyano, substituted or unsubstituted Ci^ alkyl, 



substituted or unsubstituted C2.6 alkenyl, substituted or unsubstituted C2.6 alkynyl, 



substituted or unsubstituted C3.8 cycloalkyl, substituted or imsubstituted Cg-M 
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bicycloalkyl, substituted or unsubstituted Cg-^ tricycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, substituted or unsubstituted -(5 to 
10) membered heteroaryl, -NR2R2', - C(=0)-R7, -S(=0)2-R7, -C(=0)0-R7, or 
.C(=0)N(R7)(C,^alkyl); 

A is a substituted or unsubstituted Ci-Cs alkylene; 

B is a substituted or unsubstituted C1-C3 alkylene; 

E is a bond, or a substituted or unsubstituted CpCa alkylene; 

G is H, -Ar, -C(=0)-Ar, -C(=0)0-Ar, substituted or unsubstituted -C(=0)O^Ci^ 
alkyl, -C(=0)N(R7)(Ar), substituted or unsubstituted -C(=0)N(R7)(C,^ alkyl), 
-S(=0)2-Ar, substituted or unsubstituted -S(=0)2-Ci^ alkyl, substituted or unsubstituted 
Ci^ alkyl, substituted or unsubstituted Ci^ alkyl-Ar, substituted or unsubstituted 
-C(=0)Ci.6 alkyl-Ar, or substituted or unsubstituted -C(=0)Ci.6 alkyl; 

WisNor-CR3-; 

X is N or -CR4-; 

Y is N or -CR5-; 

ZisNor-CR^S 

R2, R2', R3, R4, R5, Re and R7 are at each occurrence independently H, halogen, 
hydroxy, amino, cyano, nitro, substituted or unsubstituted Ci.g alkyl, substituted or 
unsubstituted C2-6 alkenyl, substituted or unsubstituted C2-6 alkynyl, substituted or 
unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-M bicycloalkyl, substituted 
or unsubstituted Cg-u tricycloalkyl, substituted or unsubstituted aryl, -C(=0)-0-Ci.6 alkyl, 
-0-C,.6 alkyl, -C,.6 alkyl-O-Ci.6 alkyl, .C1.6 alkyl-NH2, -C0.6 alkyl-C(=0)-NH(C,.6 alkyl), 
-C0.6 alkyl-C(=0)-N(C,_6 alkyl)(Ci.6 alkyl), -C1.6 alkyl-NH-C(=0)-C,.6 alkyl, 
-C,.6 alkyl-S(=0)-Ci.6 alkyl, -Co-6 alkyl-O.S(=0)2-C,.6 alkyl, -C,.6 alkyl-S(=0)2-C,.6 
alkyl, .C1.6 alkyl.NR'-S(=0)2-R', -C1.6 alkyl-SH, -C,.6 alkyl-S-C,.6 alkyl, -C,.6 alkyl-NH- 
C(=S)-NH"C,.6 alkyl, -C,.6 alkyl-NH-C(=0)-NH-Ci.6 alkyl, -Co-6 alkyl-N(R')2, 
alkyl-NHOH, ^C^e alkyl-C(=0)0-C:_6 alkyl, -(C(R')2)o-6-0-(C(R')2)i-5C(R')3, 

or -(C(R')2)o^-S(=0)2-(C(R02)i.5C(R')3; 
oisOor 1; 

R' is at each occurrence independently H, halogen, hydroxy, amino, cyano, nitro, 
substituted or unsubstituted Ci-s alkyl, substituted or unsubstituted C2-6 alkenyl. 
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substituted or unsubstituted alkynyl, substituted or unsubstituted aryl, or substituted 
or unsubstituted C^^ cycloalkyl; and 

Ar is substituted or unsubstituted aryl, substituted or unsubstituted C3-7 cycloalkyl, 
substituted or unsubstituted Cg^^ bicycloalkyl, substituted or unsubstituted Cg-n 
tricycloalkyl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, or substituted or unsubstituted -(5 to 
1 0 membered)heteroaryl. 

48. (original) The method of claim 47, wherein E is -(CH2)p- and p is 0, 1 or 2. 

49. (currently amended) The method of claim 4 7 or 48, wherein the disease or disorder is a 

vascular or cardiovascular disease or disorder. 

50. (original) The method of claim 49, wherein the vascular or cardiovascular disease or disorder 

is atherosclerosis, reperfusion injury, acute myocardial infarction, high blood pressure, 
primary or secondary hypertension, renal vascular hypertension, acute or chronic 
congestive heart failure, left ventricular hypertrophy, vascular hypertrophy, glaucoma, 
primary or secondary hyperaldosteronism, diabetic nephropathy, glomerulonephritis, 
scleroderma, glomerular sclerosis, renal failure, renal transplant therapy, diabetic 
retinopathy or migraine. 

51. (original) The method of claim 47 or 48, wherein the disease or disorder is a neurological 

disease or disorder. 

52. (original) The method of claim 51, wherein the neurological disease or disorder is diabetic 

peripheral neuropathy, pain, stroke, cerebral ischemia or Parkinson's disease. 

53. (currently amended) A method for inhibiting Mas receptor function in a cell, comprising 

contacting a cell capable of expressing the Mas receptor with an effective amount of a 
compoxmd of Formula (I): 
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%-E-R, 



or a pharmaceutically acceptable salt, free base, solvate, hydrate or stereoisomer, 
thereof, wherein: 

Ri is H, halogen, hydroxy, nitro, cyano, substituted or unsubstituted Ci.6 alkyl, 
substituted or unsubstituted C2-6 alkenyl, substituted or unsubstituted C2-6 alkynyl, 
substituted or unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cg-u 
bicycloallQ^l, substituted or unsubstituted Cg-u tricycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, substituted or unsubstituted -(5 to 



A is a substituted or unsubstituted C1-C3 alkylene; 

B is a substituted or unsubstituted C1-C3 alkylene; 

E is a bond, or a substituted or unsubstituted C1-C3 alkylene; 

G is H, -At, -C(=0)-Ar, -C(=0)0-Ar, substituted or unsubstituted -C(=0)0-Ci.6 
alkyl, -C(=0)N(R7)(Ar), substituted or unsubstituted -C(=0)N(R7)(C,.6 alkyl), 
-S(=0)2-Ar, substituted or unsubstituted -S(=0)2-Ci.6 alkyl, substituted or unsubstituted 
C1.6 alkyl, substituted or unsubstituted C1.6 alkyl-Ar, substituted or unsubstituted 
-C(=0)Ci.6 alkyl-Ar, or substituted or unsubstituted -C(=0)Ci.6 alkyl; 

WisNor-CR3-; 

XisNor-CR4-; 

Y is Nor -CR5-; 

Z is N or -CR^s 

R2, R2', R3, R4, R5, R6 and R7 are at each occurrence independently H, halogen, 
hydroxy, amino, cyano, nitro, substituted or unsubstituted Ci_8 alkyl, substituted or 
unsubstituted Ci^ alkenyl, substituted or unsubstituted C2.6 alkynyl, substituted or 
unsubstituted C3.8 cycloalkyl, substituted or unsubstituted Cs-u bicycloalkyl, substituted 
or unsubstituted Cg-n tricycloalkyl, substituted or unsubstituted aryl, -C(=0)-0-Ci^ alkyl, 



-0-C,.6 alkyl, -C,.6 alkyl-0-C,.6 alkyl, -C,^ alkyl-NHz, -Co^ alkyl-C(=0)-NH(C,^ alkyl), 
-C(W5 alkyl-C(=0)-N(C,.6 alkyl)(C,^ alkyl), -C,.6 alkyl-NH-C(=0)-C,.6 alkyl. 



10) membered heteroaiyl, -NR2R2', - C(=0)-R7, -S(=0)2-R7, -C(=0)0-R7, or 
-C(=0)N(R7)(Ci^ alkyl); 
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-C,^ alkyl-S(=0)-C,.6 alkyl, -C(m> alkyl-0-S(=0)2-C,^ alkyl, -C,.6 alkyl-S(=0)2-C,^ 
alkyl, -C,^ alkyl-NR'-S(=0)2-R', -C,^ alkyl-SH, -C,.6 alkyl-S-C,^ alkyl, -Ci^ alkyl-NH- 
C(=S)-NH-Ci^ alkyl, -d^ alkyl-NH-C(=0)-NH-C,^ alkyl, -Co^ alkyl.N(R')2, 
-Co^ alkyl-NHOH, ^C^e alkyl-C(-0)0-Ci.6 alkyl, -(C(R')2V6-0-(C(R')2)i-5C(R')3, 
.(C(R')2)i-5C(R')3, -(C(R02WS.(C(R02)i.5C(R')3,-(C(R02)c>.6-S(=OH^ 

or-(C(R')2V6-S(=0)2-(C(R')2)i-5C(R')3; 
o is 0 or 1; 

R' is at each occurrence independently H, halogen, hydroxy, amino, cyano, nitro, 
substituted or unsubstituted Ci-g alkyl, substituted or unsubstituted C2-6 alkenyl, 
substituted or unsubstituted C2-6 alkynyl, substituted or unsubstituted aryl, or substituted 
or unsubstituted C^^ cycloalkyl; and 

At is substituted or unsubstituted aryl, substituted or unsubstituted C3-7 cycloalkyl, 
substituted or unsubstituted Cg-n bicycloalkyl, substituted or unsubstituted Cg-n 
tricycloalkyl, substituted or unsubstituted -(3 to 7) membered heterocycle, substituted or 
unsubstituted -(7 to 10) membered bicycloheterocycle, or substituted or unsubstituted -(5 to 
10 membered)heteroaryL 

54. (currently amended) A pharmaceutical composition comprising a compound of claim 1 or a 

pharmaceutically acceptable salt of a compound of claim 1 and a pharmaceutically 
acceptable excipient . 

55. (Cancelled) 

56. (Cancelled) 

57. (Cancelled) 

58. (Cancelled) 

59. (original) A method for identifying a cardio-protective compound, comprising: 

a) contacting a candidate compound with a Mas receptor, 

b) determining whether the receptor functionality is decreased, 

wherein a decrease in receptor functionality is indicative of the candidate conq)ound being a 
cardio-protective compound. 



-36- 



Appln.No.: PCTAJS2004/043609 
Page 37 of 41 



Docket No.: 73.US4.PCT 



60. (original) The method of claim 59, wherein said Mas receptor is human. 

61. (original) The method of claim 59, wherein said cardio-protective compound is an inverse 

agonist or antagonist of the Mas receptor. 

62. (original) The method of claim 59, wherein said cardio-protective compound is an inverse 

agonist of the Mas receptor. 

63. (original) The metfiod of claim 59, wherein said determining comprises using an IP3 assay. 

64. (original) The method of claim 59, further comprising determining the effect of said candidate 

compound on blood pressure, wherein no significant increase in blood pressure is indicative 
of the candidate compound being a cardio-protective compound. 

65. (original) A cardio-protective compound identified according to the method of claim 59. 

66. (original) The cardio-protective compound of claim 65, wherein said compound is an inverse 

agonist. 

67. (original) The cardio-protective compound of claim 66, wherein said inverse agonist does not 

significantly increase blood pressure. 

68. (original) A method for inhibiting Mas receptor function in a cell, comprising contacting a cell 

capable of expressing Mas with an effective amount of the cardio-protective compound of 
claim 65. 

69. (original) A method for preparing a composition which comprises identifying a cardio-protective 

compound and then admixing said modulator and carrier, wherein the modulator is 
identifiable by the method of claim 59. 

70. (original) A phannaceutical composition comprising, consisting essentially of, or consisting of 

the inverse agonist of claim 66. 
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7 1 . (original) A method for effecting cardio protection in an individual in need of said 

cardioprotection, comprising administering to said individual an effective amount of the 
compound of claim VO. 

72. (original) A method for treating or preventing a vascular or cardiovascular disease or disorder in 

an individual in need of said treating or preventing, comprising administering an effective 
amount of the compound of claim 70 to said individual. 

73. (original) The method of claim 72, wherein said vascular or cardiovascular disease or disorder is 

atherosclerosis, reperfusion injuiy, acute myocardial infarction, high blood pressure, primary 
or secondary hypertension, renal vascular hypertension, acute or chronic congestive heart 
failure, left ventricular hypertrophy, vascular hypertrophy, glaucoma, primary or secondary 
hyperaldosteronism, diabetic nephropathy, glomerulonephritis, scleroderma, glomerular 
sclerosis, renal failure, renal transplant therapy, diabetic retinopathy or migraine. 

74. (original) The method of claim 72, wherein said vascular or cardiovascular disease or disorder is 

reperfusion injury, acute myocardial infarction, acute or chronic congestive heart failure, left 
ventricular hypertrophy or vascular hypertrophy. 

75. (original) A method of effecting a needed change in cardiovascular fimction in an individual in 

need of said change, comprising administering an effective amount of a compound of claim 
70, wherein said needed change in cardiovascular function is an increase in ventricular 
contractile function. 

76. (Cancelled) 

77. (Cancelled) 

78. (original) A method for selectively inhibiting Mas receptor activity in a human host, comprising 

administering a compound that selectively inhibits activity of the Mas receptor gene product 
to a human host in need of such treatment. 
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79. (original) A method for selectively inhibiting Mas receptor activity in a human host, comprising 

administering a compound of claim 1 that selectively inhibits activity of the Mas receptor 
gene product to a human host in need of such treatment. 

80. (cun'ently amended) A method for effecting cardio protection in an individual in need of said 

cardio protection, comprising administering to said individual an effective amount of the 
pharmaceutical composition comprisin g, consisting e ss e ntially of, or consisting of an inverse 
agonist identified according to the method of a) contacting a candidate compound with a 
Mas receptor, and b) determining whether the receptor functionality is decreased, wherein a 
decrease in receptor functionality is indicative of the candidate compound being a cardio- 
protective confound. 

8 1 . (currently amended) A method for treating or preventing a vascular or cardiovascular disease or 

disorder in an individual in need of said treating or preventing, comprising administering to 
said individual an effective amount of the pharmaceutical composition comprising^ 
consisting e ssentially of, or consisting of an inverse agonist identified according to the 
method of a) contacting a candidate compound with a Mas receptor, and b) determining 
whether the receptor functionality is decreased, wherein a decrease in receptor functionality 
is indicative of the candidate compound being a vascular- or cardio-protective compound. 
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